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Despite the increase in our knowlrdpe and undmtandiof of 
the pathog enic presem in patients ts^ith Uitiuse 

tORic pcitfo—panjcubfly since the discoveo* of LATS (Adams, 
I95d) and I its charaacrization as ao immunogJobulin (Adams 
and KcADcdy, 1962; McKenait, 1962; Kriss er o/.» 1964; 
X>orTihLton a «/«, 1966>^the cause of the abnormal ihjToid 
fuoakm in this disease has renuined uncenain. The simplest 
aarplanation, and the only one which accounts for the pheno» 
steaon of neonatal thyrotoxicosis, ts that there is a circidattng: 
humoral stimulator acting upon the gland (McKenzie, 1972). 
Tbyrotrophin has been excluded from this role by the that 
ks k\cJ in blood is less than normal in diffuse toxic goitre 
(Adams tt 1969). To many workers LATS has been tin* 
occepuble as a cauutive agent because it is undetectable in 
many cases and the level in any indindual patient does not 
oorrebte with the degree of abnormal: thyroid function (Voipe 
ft of1972). LATS protector, howie%*cr; meeu tw*o criteria 
net fsdfUted by LATS; our evidence eonisrms the high inci^ 
dence of LATS protector in diffuse toxfc goitre and thow*s that 
ki serum level corr^btes wicil with cerly thyroid ^**1 uptake. 
Furthermore, LATS protector has been shown to stimulate the 
human th)Toid,,both in vitro (Shishiba ft f/.,,1973) and in vii^ 
(Adams r/ 4i/., ,1974). VTe therefore think that in LATS-negative 
patients with diffuse toxic goitre LATS proteaor b the patho* 
genic agent. 

The qutstioo whether l-ATS protector is present in every 
case of diffuse toxic goitre remains open. It was not found in 
five of the 50 patients studied, but all these were reUthiely mild 
cases with normal or only slightly raised th)Tosd uptake 
nod; large goitres. Failure to detect LATS proteaor in these 
kuctis'c cases may ha%*e been due to asuy tmensitivity^ but 
Ineorrea diagrtosis of thyrotoxicosis or an alternative patho* 
geni; mechanism for thyroid d)*sfuncu6n are other possible 
cxplaoattoni. 



* The pathogenesis of the ophthalmopathy of Gnvci*! disease 
remains kss well understood than the pathogenesis of th)*ro- 
toxicosis. Ve found no signiheant correlation between the ^si 
of ophthalmopathy and the LATS proteaor level! The highest 
incidence of inhUrative ophthalmopathy, however, wrat observed * 
in the group of patients with both LATS and LATS proteaor, 
and the lowest tnddence was in those patients in whom neither 
immunoglobulin gould be daeacd. Our findings support the 
view that LATS proteaor and ophthalmopathy may be asso¬ 
ciated in Graveses disease but the rtbtion is isot a causal; one. 

Ve thank Mr. W. Cagut for skilled ledmical help. 

Requeus lor teprinu should be addressed to Dr. IL D. R 
StrwarL 
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Respiratory Symptoms in Children and Parental Smoking 
and Phlegm Production . . 

J.R.T. COLLEY 
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lotrodUctsoa 


A study of respiratory symptoms la 2,426 schoolchildren aged 
^14 years was carried out in Aylesbury, Bucluogbamshirc, in 
1971. The prevmlefice of cough id the chiidrea was attotiaiedv 
jvith the parcou* ami^ag kabiis; prevalence was lowest) 
where both parents woe noo*MBokers« highest where both 
pareiils smoked, aod by between these two levels wbere only 
woe pareat smokedj A close assoctatioa was found between 
pareots* andl childreo's respiratory symptoms that was lade- 
peedcat of parents* smokiog habits* There eras no 
auggestioa that expnmre to she cigarette smoke geoerated 
when pareots smoked had any mote ihan a small efiect upoo 
the childV tespiraiory syoiptoiat. U*hiic the sbaiing of gcaetic 
tusccftibility l^tweeo pareots aod chtldreo it a facior, tbere- 
lorc, cross iafecbon, ^ittularly io the families where paiwati 
amoke^ ss an amporta ut clecoeot in i the aasceiatioiL 


DcpsTimrnt •f .MrdlrsI StaiUtlr* •odirpidcmininrv. Lntidnn ScImmI 
•f Ilyfirnf •nd Tropicat AtvUlcinc, London W‘Ctk HIT 
]. IL T. COLLEY, sco., benrar Lrciurcr in Ep^ drmi otofy 


Koreuun-Ttylor and Dickinson (1972) niggested that chUdrcn 
with parents who amokt may be at partic^r risk from 
piraionr disease. These auilmri were not^ however, expUdt 
about the nature of the risk. They implied that exposure of 
children to cipreiic smoke at home might increaie the risk 
of respiratory illness. This paper repons the findings of a 
study in which the nature of the tssociaikm between paternal 
smoking and respiratory diKase in their children was iavead^ 
gated. 


Methods 

The maierul was coticacd ditrsng a study of the prevalence of 
respiratory disease in Khoolchitdrtn and their pirtms io 
Aylesbury, Buckinghamshire, in 197L The population con¬ 
sisted of all children aged 6-14 yean anenJing sevas schools 
in Aytesbury^a total of 2^98 childien (U28 bo) s and 1J70 
firli). Data were collected oo 2^426 children and their paresu^ 
a response rate of 93 4%. 

A Klf-adminisiered qutsUonnaift eras completed by the 
paxcats,, who answered quesiions about their own and their 


Source: https://www.industrydocunnents.ucsf.eclu/docs/gxnx0000 



* chndi hdlthi The rclevint queMions vert : (e) for och 
chiM, Don ht/the usually coui;h during the day or at niitht in 
Ihe mAicr>; (6) for cocb pareni. Cl) Do you usually bring 
up my phlegm from your chest hnr shine in the momint in 
winterh (2 4 } Du you smoke? 1C **K6~; (2 b) Hm you ever 
tnbked as muciLja^one djrareiie a day lor u long as a year? 
ftrcnis who ms«bxred *^es^ 10 question (2 a) were^ classified 
as imoken. They were al^ asked how mmr cfKareites they 
amoked a day. him many ounces oC tohacto they smoked each 
week, and how mmy ctjnrs^ Ikifc md smalU they smoked 
each week. Those parents tl^t mswered **No** 10 question 
(2 a) and answered question (2 h) in the ncyaiivc were class!* 
fed as non*smokeri, while those that responded in the aihimi* 
five to question (2 h) were classified as ea*smoken. The valid* 
ity of the question on couch in the children when used in a 
aell*idminjitered questionnaire has already been established 
(Colley md Reid, 1970), as has that of the quesiidn on phlegre 
production (Knieger a «!.. 1970)j 
The lather was asked about his occupation md from ihh 
kis social class was obtained. {Classificmian of Ocotpaiicm, 
1970). The number cl siblings which the index child had eras 
also recorded. 


lUaults 

The tditioQ in the pamus between smoking habiu and pto* 
naJence of phlepm was what ona^uld have expected; pro* 
oatenee rose with amount sin^S. Parents were classified by 
tmokinf habit Into five groups; group S» hoch parents non- 
amokers; group 2, one parent a smoker, the other a non* 
smoker; group 3. toh parents smokers; group 4, both parents 
cx*sniokers or one m ex*sntoker md the other a 1 non-smoker 
or smoker; md group 5. one or both parents gave no data on 
smoking habits. Within these five groups the prevalence sr. the 
Childter of cough during the day or at night in the winter was 
determined (table I). The cough prevalence rates aeere lowest 


wunsM acforcAL ptntKAL 27 atiul 1974 

in cTuSdrm with one or both parents ex*smokers; The gradimt 
In prevalence over groups 1; 2, mdl 3 was staiiatically sig¬ 
nificant (\^ for trend 6165; OiOl > P > 0 005). The findings 
mdicaied m aswbtion between parental smoking habits md 
the prevalence of symptoms in their chUdreni 

The matvsis was taken a stage funher hy cUsilfying parents 
hv bmh smoking habits md by their response to the question. 
Do you usually bring up my phlegm from your chest first 
thing in the morning In winter? (isble IT), Within each group 
the prevalence of cough in children was lowest among 
children of parents who did not reporr symptoms. It was 
highest in those children where both parents reported symp¬ 
toms. Where only one parent reponed the symptom the preva¬ 
lence rate lav be^xen these two extremes. Overall; there was 
a threefold idsfierenct sh prevaicnoe of cough b etween children 
with neither parent having the tympioms md both having 
the symptom. 

Some of the prevalhKt rates in able II wetx based on 
small numbers, but the numbers in the category where 
neither parent had symptoms allowed a firmer conclusion. It 
was thus tnicresting 10 note that; in this category the preva¬ 
lence of cough rose from 12*4% in children of nooi^moking 
parents to 143% where one parent snoked md to 147% 
where both smokcdi This trend while small md not stitis- 
deatly significant nevertheless miKd the possibility that ex¬ 
posure to cigarette smoke at home when parents smoked 
might have had some effect on the child's respiratory traa. A 
more prtctM esiimate of the elfeas of ^isive smoking* by 
the child w^as obtained by esUmarihg the maximum ditty ex¬ 
posure of the child to their parenii' dgareite smoke. This was 
derived b\* the addition of both parents* daily egarene con¬ 
sumption. Among the children of parents who did not have 
morning phlegm there wxs a txnsll gradient for cough preva¬ 
lence according to the number of ogirettes (or tobacco equiva¬ 
lent) smoked b>* the parents (table IIIX This gradient In 
prevalence is not, however^ sudstically xignifica&t (x* trend 
1*36; 0 30 > F> 0*20). 
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Smral points hive to be considered in ihtcrpretinit these 
fedincs. As in other studies (Holbnd n «!.• 1969; GoiJey «id 
IUiJ« 1970)« socij! cbss praJicnu for respinsorr ssinptoms in 
children were found tn this wics. Children with fathm in 
cemi-skilled and unskilled occupations had higheT prevalence 
airs for rtspicugEy ^yniptomt than those whose faxhen were 
Id skilled or non-manual occupationi. A concentrauon of low 
oociat class families in the croups where both parents le* 
poned wintermominf phl^m could have produced i a sirmlar 
poncm to that shown in tabk II. That tids could not have 
Dccountcd for the observed patterns of cough prevatanct tn, 
the children may be seen in table I\% where cough prevalence 
is piven for children th social class III' according to the 
parents* history of phlegm production after standardiuiion 
lor smoking. Cough prevalence ini the children tncrased, a 
before^ with the presence of parental phlegm prodiietiotL 


- * • 203 

corredi to any material enerii h would have meam tlut, as 
given in table II the prevalence of cough in children from 

group 2 was too high in relation to cough in children from 

group I and that the prevalence of cough in children from 

group 3 was still l higher. If the prevalence of cough in chil* 

dren from group 2 were to be reduced in order to correct 
lor this and that of children from group 3 were to be correoed 
even more then the gradieni shown in table II would prob¬ 
ably become ssegative in that cough prevalence fai children 
would have seemed to decline as anorc parents smoked. Ii 
therefore seems reasonable to conclude that the two possibit 
qualihcsLions to the data did not operate. 
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Children I from large families have higher piwalincc rates 
lor respiratory symptoms than those from strall fimiliei 
(Colley, 1970), and a concentration of large families sn the 
groups of parents wiLh s>*mp;offu might also have resulted in 
the presaltnce of morning cough being similar to that shown 
in ub!e II. It can be seen frtMn ubie how*everr that 
erithih families of similar size the same gradients for cough 
prevalence according to parents^ phlegm produaion were 
present, indicaiing that differences in the number of dblihgs 
could not have cjrplaincd the gradient ah cough prevalence. 
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Younger school children tend to have higher prevalence 
tales for winter cough than older children (Colley and Reid, 
1970X If the age ^stribuiiuns of children in the various 
groups in ub!e II had not been the same prevalence rates 
berwetn these groups rhighi also have diflered. but there were 
am differences in age taructurc between these groups of chil¬ 
dren. 

ConcluMons drawn from the evidence in this study need 
so be viewed w*i!h caution because it was not possible to ool- 
kn evidence nvhich w*ou]d have racluded some other inter- 
prtiation of ihc rrsulis. li was possible, for example, that the 
parents^ account of their owm symptoms might have in- 
duenceJ the answers they gave for their children and that the 
apparent association between parents and children in their 
Vtspiratory experience could have been due to parents with 
•ympioms oicr-rcporiing symptoms in their cl^tJ^. The 
children of parents w^ho smoked I may alio hasx betfi more 
iikelf to have smoked than children ii non-snK>king parents, 
«d this could have rttulied in an increased prevalence of 
eceogh an such children. If either of these posstbilitks had oc- 


Otscimioa 

Norman-Taylor and Dickinaofi (1972) in their antdy of chO^ 
dren*s respiratory irtfections and parental I smoking habiu fe* 
ported higher prevalence rates lor various indicts of 
respiraiory ditesK among children with parents who smoke. 
The prtsem study, using a aitigk Mex of m^fory disease^' 
conhnm dieir hndififi. It can now be seen, however, that a 
dirta association exists b e tw e en respiratory •)inptoms In 
parents and in thdr children. Paioita] I amoklfii has a aainly 
Indirect effea on the dxild by Incmdng the pievaSeoce of the 
parents* mpxraiory symptoms wd ghus the preva k nee of ges- 
pimtory sympioim In their children.JRie direct effect on the 
children's respiraiory tympioms of exposure to the amokc 
generated when their parents tmolEcd dgartttes seemed so be 
relatively tmalL 

The reason for the astodation berween itspiratory symp¬ 
toms in parent and I child is not dear. The sharing of genetic 
suKeptibillty between parents and children could have led to 
these atmilarities in respiratory disease, but this is unlikely to 
be the whole explanation, paniculaily in famiUrs where both 
parents smoke. There is; for example, no convincing evidence 
that adults who take up amoking have a greater genetic tus- 
otptibility to respiratory disease than non-smokers, and there¬ 
fore there Is no reason to suppose that susceptl^ty to res¬ 
piratory disease would be different In the chil^en of smokers 
and non-smokerv On the ocher hand, smoking parenu differed 
from the nonsmoken in that they had higher prevaknee rates 
for rrspiratorv tympioms and! the rates rose with the amount 
amokc^ indicating some direo cflea cf smoking in causing 
tbeir symptoms. In these circumoances the association be^ 
tween parents* and children^ symptoms arc more likely to be 
diie to cross tnfcciion than to the sharing of genetic suscepti- 
bUity. 

cross infeakn Is indeed an Important cause of reiptroioiy 
i^rmpcoim fat chOdren of parents who sm ok e then there oonld 
/wrell be aome^odvaniages for theirdtildren if the parents gave 
<aip the habits' In aduhsi giving op smoking can result in a 
reduction in couch and expectoraskm and, therefore, in the 
chance of transmiitinc respiratory infeciions. Smoking parents, 
many of whom will not yet have dcveldpcd severe or 
Irreversible respirsiory damage, can reatonibly expea an im¬ 
provement in symptoms if th^ give op the habits and t)us 
would offer a promiting way of reducing the risk of their 
children developing respiratory tympioma. 

The findings in this paper need cwnTirmation. This could be 
done bv pres-aknee studies on a larger scale In other popula¬ 
tions where, for exampk such aspeas as the possible over- 
rrponing of symptoms could tw adequately tnvettigated. 
There is a need to insTsiigaic the likely benefti to the child 
from parents citing up smoking. Though passive inhabtkn 
of cicaretie smiikc bv the child Hat not bem shown to have 
an imponani effect in this scries, thti aspect shouldInevenhc* 
less be studied in infants and presdiool cfindreri, who tend to 
be the most susceptible to rcspirmtocy Infectiona. 
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Choreo-athetosis and Encephalopathy Induced by Phenytoin 


D. L. McLELLAN. M. SWASH 
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Summary 

Taro ^tlontt with iotraetable epilepsy who had been 
treated with various combinations of antieonvulsant 
dnifs developed phenytoin encephalopathy, la both 
patients choreo-atheioid involuntary movemenu were 
proiuinent. Bldod phensioin conceotrations were above 
90 pf/mil When phraytoin was given in smaller doses and 
Its level in the blood fell the involuntary movements and 
Other Clinical manlfesutioos disappeared. 


introduction 

Nystagfnuii ausia, , dizziness, and drowslRess are weU*knowa 
features of phenyigin toxiciy which usually occur when the 
blood level is greater than 20 ug'ml (Buchthal a eA, I960). 
There have been few reporu of ether toxic cflcai on the central 
oervom system though Gbser (1973) potmed out that a re* 
vmible encephalopathy may occur in some patients treated 
with targe doses of the drug. \Vc describe tw*o patients in whom 
dioreo-atheto:4 iovolunury mov*cmenis were a prominent artd 
presenting feature and in whom the involdnury movements 
and the encephalopathy were closely correlated with very high 
hldod pbenyxoin concenuniions. 


CaaeRcpofta 

cah 1 

A )l«Trtr<«ld mu who had anrodrd hospital for many yean lor 
Mnagftneni of eptlepiy was admined lor tnvtsiigaiioa of ia* 
voluntary movnntoii ajsd anirvinablc teiaurci. He had had a 
febrile coovulsioo when 2 years oU and had had rreurreot petii 
mal arsd maior gcneraluedi scuurct since be mos 7. An ckcuo* 
encephalogram when he ww aced 13 showed tjpical, generaliacd, 
threc-per^second ipike«and^«vsv eompkacs andl ddfuse bursts of 
thrii and delta anivity* Rben assessed for industrul tfaiamg 
when aged 21 he had an I.Q. of 14 on the Wechsler Iniellicenet 
Soak. He wvs treated with wioui oombiiaiions of uticoovulsaati. 
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Indudinf: troxidoae, cthosuximide, primidone, and phenytoin, but 
he continued to have two or three maior tciziirei a month. When 
he was aged 29 Hodgkin's disease mi diagnosed by biopsy of 
aa cobrged eervical lyn^ph node. Ko tnvolvcmcm of liver, spleen, 
or para^aonic nodes was aeco oo bpaiwomy and he was iraced 
with radtotherapy to the neck. There had been ao rccumnoe. 
Treatment with phenyioin 300 aig, pbenobarbitooe ISO mg, aad 
cthoMiaimide 730' mg daily was contmueA Two yean bier the 
aciaurcs became more frequent (two to four a week) and primidone 
750 mi:, orbamaaepine $00 mg, and phenytoin 450 mg daOy 
were graduaity substituted for the previous treauneni. During the 
next six wvrki he cempbihed of blurred vision and ataxia^ kading 
to freoueni falls. He continued to •ake the drugs. The aemirea 
eon t inued' unchanged. 

On admission to hoipital he was slightly drowsy bus orientated. 
Several minor seiaures were obsened^Ks had grade I nystagmus 
in all directions and upward eonjupie pae was impaired. There 
wa> generiliacd chorea whkh was present at rest and was en* 
hartord by mowmem, pnicubriy by walking. Slurred and hesitant 
speech seemed to be due to interposed choreic movements of the 
tipi and tongue. In the outstretched upper limbs ehoretform 
ifivwluniary movrnsemt ware aocompaniedi by irrrtubr postiaral 
bpses of the hngers, which were thought to be typical of : asterixis 
father than cheret; The gait was unsteady,, but there were no 
eerrheUar signs in the limbs. There «ai no wvaknest or sensory 
urpairmeni, the lenddn rrlkxes were brnk, and both pbntar re* 
iponses vrere flexor. H)'pefpbsia of the gums was noted. Tlw 
increased frequency of tricurrt and the moephalopathy with in* 
vdimtary movemems vrere first atrrihrd to a degenerative or 
infcaivc disorder associated with the HodgkinH disease. The 
haemoglobin, white oetl oouot, E.S.IL, liver function tests, blood 
urea and ekctrolvies, skull and chrsr i*rsv cominaiions, and 
brain scan mere normal. The background aeiiriry in the EX.G^ 
was fragmenied and slovvd andl there was an exerts of diffuse; 
irrrgubr delta aanrttv of motkrate volraer. Gmeratired atTpical 
apike-and^vavt aohrity was prominent. The blood phenytoin 
coneenifaiinn tras 37 pg/mL 

The possibility of phtfiyioin encrphalepathy was eonsldcredJ 
The daily dose of phcnyioia was teduerd to 300 me dapy andl 
that of pttmidonc inerrawd to 1 g. Carhamaaeptne tOO mg daily 
was oonttnued. During the next six da>a the patient b r eame more 
akru the chorea, ataxia, and' oystapnus disapficarcd, and the 
blood phenytoin I kvcl fell to 16 og/rnl. The sriauret at flrst 
inerras^ th frequency but then abated. Three wreks bter he 
nisimed to vwfl. Keiawlogicil Endings at that time were isormaL 


CAsal 

This ll^yrarold bov was ftfcrrrd for mansgrmrnt of tmoontrollrd 
epilepsy. He had had frequent mtoor inji mafor seUures since the 
age of 2 when hr had prrienied in status epilepttcuv He had 
been Uvatrd with varying cocnhinaiioss of phcnyiom,, phrno- 
barbiiooe, cthosuximide; a^ sulihiame and had been almost Irev 
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